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REMARKS 

Applicants thank Examiner Woitach for issuing the January 2, 2003 Office Action as a non-final 
action, thereby providing applicants a further opportunity to clearly define the presently claimed 
invention, by the claims as amended herein. 

Applicants have requested the certified copy of the German application no. 196 31 357.0 filed on 
August 2, 1996, and will submit same to the Office upon receipt. 

Rejection of Claims and Traversal Thereof 

In the January 2, 2003 Office Action, 

claims 14-25, 27, 29, 38-61. 65 and 66 were rejected under 35 U.S.C. §112, second paragraph; 

claims 14-25, 27. 29. 38-61, 65 and 66 stand rejected under 35 U.S.C. §103 (a) as being 
unpatentable over Donnelly, et al. (WO 96/00583) and Johnson (U.S. Patent No. 5.658,785) in 
further view of Whittle, et al. (U.S. Patent No. 5,658,785); 

claims 16. 18, 20 and 50 stand rejected under 35 U.S.C. §103 (a) as being unpatentable over 
Donnelly, et al. (WO 96/00583), Johnson (U.S. Patent No. 5,658,785) and Whittle, et al. (U.S. 
Patent No. 5.658,785) in further view of Gissmann, et al. (WO 96/1 1272); and 

claim 61 stands rejected under 35 U.S.C. §103 (a) as being unpatentable over Donnelly, et al. (WO 
96/00583). Johnson (U.S. Patent No. 5,658,785) and Whittle, et al. (U.S. Patent No. 5,658,785) in 
further view of Stanley, et al. (U.S. Patent No. 6.096,869). 

These rejections are hereby traversed and reconsideration of the patentability of the pending claims 
is requested in light of the following remarks. 

Rejection under 35 U.S.C. §112, second paragraph 
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Claims 14-25, 27, 29. 38-61, 65 and 66 were rejected under 35 U.S.C. §112. second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. Applicants have amended the claims thereby obviating the 
rejections. Accordingly, applicants request that all rejections under 35 U.S.C. §112, second 
paragraph be withdrawn. 

Rejection under 35 U.S.C. §103 (a) 

In the January 2, 2003 Office Action, claims 14-25, 27, 29, 38-61, 65 and 66 were rejected under 
35 U.S.C. §103 (a) as being unpatentable over Donnelly, et al. and Johnson, and in further view of 
Whittle, et al. Applicants submit that Donnelly, et al. in combination with Johnson and Whittle, et 
al. does not render applicants* claimed invention prima facie obvious. 

The present invention relates to an adeno-associated virus vector comprising a nucleotide sequence 
encoding a fusion polypeptide. The fusion polypeptide comprises a structural papillomavirus 
polypeptide and a non-transforming E6 or E7 early papillomavirus polypeptide having the C- 
terminus of the structural papillomavirus polypeptide connected to the N-terminus of the non- 
transforming E6 or E7 early papillomavirus polypeptide. The term "non-transforming" is defined 
at page 4 in the amended specification, submitted on July 24, 2001, as "comprising any peptide or 
polypeptide, that is coded by an early papillomavirus gene (ORF) or fragment thereof, and is non- 
transforming by nature or through intervention." . . . Through intervention, the transforming ability 
of a (poly)peptidc is destroyed by deleting a part of the ORF." It is further stated at page 4 that 
M [p]art of the E6-ORF has been deleted beforehand, so that the transforming properties of E6 were 
destroyed." Thus, applicants' vectors encode for a transformatioir-deficient early papillomavirus 
polypeptide that reduces the risk of de novo tumor induction, yet can till trigger the immune system 
to mount an immune response against expressed antigens. 

According to the Office the E6- or E7-ORFs were not considered transforming in the art. 
Specifically, the Office stated that: 



The term "transformation" is defined in applicants' specification, at the top of page 4. as "the conversion of a normal 
cell into a tumor cell which has the capacity for unlimited proliferation." 
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"As evidenced to this fact. Swan et a/. (Arch Virol, 1994) teach that 
transfection *of E6 and E7 genes from the oncogenic HPV types into 
primary rodent cells causes immortalization, but not transformation/ 
(page 1 10, second full paragraph)." 

Thus. Swan states that the gene causes immortalization, but applicants are claiming a protein that is 
expressed by the E6 or E7 gene and rendered transformation-deficient by deleting part of the 
conserved sequence of the E6 or E7 gene that encodes for the transformation properties. The Swan 
article is ambiguous regarding whether the gene or expressed protein is being discussed. Clearly, 
the remainder of the sentence quoted by the Office discusses that transformation does occur, albeit, 
a little slower with some HPV types. Specifically, the full sentence states: 

"E6 or E7 genes from the oncogenic HPV types into primary rodent 
cells causes immortalization, but not transformation until after a long 
latency, usually involving a crisis stage." (emphasis added) 

Further in the cited paragraph, there is some discussion that may explain the long latency by stating 

that "maybe the cells, . . . contain many cytogenetic abnormalities [22] and these may reflect the 

activation of oncogenes and other factors." Further explanation for the transformation process can 

be found at page 106. first full paragraph, of the Swan review article, wherein it specifically states: 

"The high-risk HPVs can transform established cell-lines [67] and in 
the presence of an activated oncogene HPVs bind to and inactivate 
several of the tumor-suppressors [16, 20, 64]. Integration of high-risk 
HPVs probably affects transformation by increasing E6/E7 levels, thus 
decreasing the activity of the tumor suppressors. The low risk HPVs 
have E6 and E7 proteins that bind tumor suppressors proteins with low 
affinity and transform much less efficiently." 

Thus, the speed of the transformation process is determined by whether the HPV virus is a high or 
low risk virus. The section cited by the Office does not specifically state whether the E6 or E7 
genes are from a high risk or low risk HPV. However, it is very clear that the encoded E6 and E7 
proteins cause transformation by decreasing the activity of tumor suppressors, whether it occurs 
immediately or has a latency period. 

Numerous articles reinforce the transforming properties of E6 and E7 proteins . For example, a 
primary source of molecular biology, The Encyclopedia of Molecular Biolog y, published in 1994, 
expressly states that E6 and E7 have transforming abilities. Specifically, at page 789, (a copy of 
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which is included in Appendix A) the proteins are discussed as follows: 



"E6,E7. The major proteins encoded by papillomaviruses that are 
relevant to transformation are transcribed from the E6 and E7 ORFs." 



Further, a 1995 article by Tommasino, et al. (copy in Appendix A) states that: 



"[E]xtensive studies on HPV E6 and E7 proteins have demonstrated 
their involvement in malignant transformation." 



The abstract of Liu, et al. (copy in Appendix A) states that: 



'The transform potential of the human papillomavirus (HPV) type 16 has 
been defined largely in the E7. E6 and E5 oncoproteins, the major 
transforming capability residing in the E7 gene." 



This abstract further states: 



"that the transforming potential is directly correlated to the expression 
levels of the oncoprotein and that a threshold level of the E7 
oncoprotein may be required before the cells can be fully transformed. 
This supports the hypothesis that the transformation processes include at 
least two separate and continuous steps which first lead to 
immortalization and then to metastasis, in agreement with the clinical 
progression of genital tumors from benign to malignancy." 



Thus, the E6 and E7 proteins encoded by the E6- and E7-ORF, respectively, are involved in 
transformation. The section cited by the Office in the Swan, et al. article discusses data from 
references that were published in 1988 and 1991. Clearly at that time, there was a lack of 
knowledge and understanding that the transformation process is correlated to the level of 
expression of the E6 and E7 proteins and that in fact the transformation process includes at least 
two separate and continuous steps, which first lead to immortalization and then to metastasis. 

As stated above. Applicants" vectors comprise a transformation deficient early papillomavirus 
polypeptide encoded by E6 or E7 genes that have a section deleted therefrom that encodes for the 
transforming properties of the expressed protein. Advantageously , the use of the non-transforming 
early papillomavirus polypeptide reduces the risk of de novo tumor induction, yet still triggers the 
immune system to mount an immune response against expressed antigens. Clearly, none of the 
cited references alone or in combination describe, teach or suggest applicants" claimed invention. 
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The Office has combined the teachings of Whittle, et al., Donnelly, et al., and Johnson in an 
attempt to establish a prima facie case of obviousness. Donnelly, et al. teaches DNA plasmids 
encoding for polypeptides of papillomavirus. However, if more that one polypeptide is used to 
induce an immune response, then separate DNA plasmids are used as discussed on page 8, in the 
third paragraph of the Donnelly, et al reference. Whittle, et al. teaches fused polypeptides of HPV 
and Johnson describes a eukaryotic expression system comprising recombinant Adeno- Associated 
Virus (AW) vectors that are used in combination with a helper virus for transfection of cells. 

Applicants submit that the proposed combination does not in any way disclose, teach or suggest 
each and every element of the presently claimed invention because none of the cited references 
either alone or in combination teach or suggest a fused polypeptide comprising a structural 
papillomavirus polypeptide encoded by an open reading frame selected from the group consisting 
of Ll-ORF, L2-ORF and fragments thereof, and an early E6-ORF, E7-ORF or fragments thereof, 
wherein a part of the nucleotide sequence of the E6-ORF or E7-ORF gene is deleted and the 
deleted part encodes for the transforming properties of an expressed protein. By deleting a 
section of the E6-ORF or E7-ORF that encodes for the transforming properties, the expressed 
protein cannot bind to and inactivate tumor-suppressors, and thus, is rendered non-transforming. 

None of the cited references provides any motivation to go in the direction of applicants" claimed 
invention. As stated above, Donnelly, et al. teaches the use of one gene per non-viral plasmid. 
Whittle, et al. does not in any way, disclose, teach or suggest deleting any part of the E6-ORF or 
E7-ORF gene before inclusion in the prokaryotic expression system. The full E6-ORF or E7-ORF 
gene is included and the reference is devoid of any discussion relating to a deletion of a part of the 
genes to render any expressed proteins as non-transforming. Johnson is only related to viral 
vectors and does not addresss E7 and E6 proteins or encoding genes. 

It is incumbent on the Office to provide some suggestion or teaching in the prior art that would lead 
one skilled in the art to proceed in the direction of applicants' claimed invention. Applicants 
respectfully submit that the Office has not provided any objective or specific teachings or 
suggestions in the cited prior art to motivate one skilled in the art to modify any of the cited 
references. What is the asserted motivation put forth in any of the cited references to generate a 
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viral vector comprising structural papillomavirus polypeptide and a transformation deficient E6 or 
El early papillomavirus polypeptide that was expressed from an E6-ORF or E7-QRF gene 
having a section of the sequence deleted so that the expressed protein does not have 
transforming properties? The Courts have addressed this issue numerous times and have stated 
that "ft]he mere fact that the prior art could be so modified would not have made the modification 
obvious unless the prior art suggested the desirability of the modification." hi re Mills, 16 
U.S.P.Q.2d 1430 (Fed. Cir. 1990). Thus, this allegedly "obvious" direction is supported only by 
the Office's reinterpretation of the art in light of applicants* disclosure. 

Further, the Office has failed to give any probative weight to the advantages and benefits of the 
present invention as pail of the "invention as a whole" and instead has cited references that do not 
in any way disclose or teach such advantages. None of the references recognize that by 
inactivating the transformation abilities of E6 or E7 proteins there is a reduced likelihood of tumor 
formation, however, the transformation deficient protein will still trigger an immune response. 

In light of the above discussion and the fact that each and every recited limitation of applicants* 
claimed invention is not disclosed or suggested in the cited references, it is clear that the cited 
combination fails to establish a prima facie case of obviousness of applicants* claims as herein 
amended. 

Claims 16, 18, 20 and 50 stand rejected under 35 U.S.C. §103 (a) as being unpatentable over 
Donnelly, et al., Johnson, and Whittle, et al. in further view of Gissmann. et al.: and claim 61 over 
the first three previous references in further view of Stanley, et al. Regardless of the teachings of 
Gissmann, et al. or Stanley, et al. applicants respectfully submit that the defects in the alleged 
prima facie case over Donnelly, et al., Johnson and Whittle, et al. are not cured by the addition of 
Gissmann. et al. or Stanley, et al. 

In light of the reasons set forth above and the clarifying amendments to the claims, applicants 
submit that the cited references fail to suggest the subject matter of the currently amended claims. 
Reconsideration and withdrawal of the rejections under 35 U.S.C. §103 (a) is respectfully 
requested. 
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Conclusion 



Applicants have satisfied the requirements for patentability. All pending claims are free of the art 
and fully comply with the requirements of 35 U.S.C. §1 12. It therefore is requested that Examiner 
Woitach reconsider the patentability of claims 14-61, 65-66, in light of the distinguishing remarks 
herein and withdraw all rejections, thereby placing the application in condition for allowance. 
Notice of the same is earnestly solicited. In the event that any issues remain, Examiner Woitach is 
requested to contact the undersigned attorney at (919) 419-9350 to resolve same. 



INTELLECTUAL PROPERTY/ 
TECHNOLOGY LAW 
Telephone: (919) 419-9350 
Fax: (919)419-9354 
Attorney Ref: 4121-107 RCE 2 




Registration No. 39,983 
Attorney for Applicant 
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nlseS However, bovine papillomavirus, type 1 (BPV-1) being 
^ read.ly obtained than other members of the fam.ly. tt 
Tmonly used as a prototype for studying viral functions. As 
"TSmaviruses. the genome has been div.ded into early and 
f-^ ns ( Fig . P2). although, unlike polyomavruses . transcnp- 
Of both regions occurs from a single strand. 

Early region 

ftis region containing early ORFs has been denned as the 
I^e„tofthegenome(69% of the total) necessary for conferring 
■ Sormation on cells in an in vitro assay. This region contains 
^ Oftfs five of which (El. E2. E4. E6. and E7) appear to be 
in other papilloma^ genomes, suggesting that these are 
essential functions. 

• F| : th e El ORF gene is involved in episomal (extrachromosomal) 
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U, E7. The major proteins encoded by papillomaviruses that are 
relevant to transformation are transcribed from the E6 and E7 
ORFs. These polypeptides are capable of transforming primary 
cells in a classical focus formation assay. The E6 protein, from 
HPV 16 and 18. can promote the breakdown of the tumour 
suppressor protein p53, in an ATP-dependent manner and uti- 
, lizing theubiquitin degradation pathway (see protein degrada- 
tion), E7, which cooperates with the oncogene ras to transform 
. primary cells, has been shown to interact with the underphos- 
phorylated form of the plOSRb tumour suppressor gene. This 
interaction probably occurs through the N-terrninal 37 amino 
, adds* which share some homology with domains 1 and 2 of 
; adenovirus El A. also known to be involved with pl05Rb binding. 
• Therefore, transformation of cells by E6 and E7 may occur by a 
similar route to that of the DNA tumour viruses - adenovirus 
and SV40. E6 and E7 may also induce host chromosomal alter- 
ations. 

. E5. A further contribution to transformation, in some papilloma- 
> viruses, may come from the product of the E5 ORF. Studies on the 
44 amino acid product of deer or bovine papillomavirus E5 ORFs 
, ; have revealed a potential for the gene in inducing growth, cellular 
>" transformation. DNA synthesis, and activation of the platelet- 
derived growth factor receptor. Various mechanisms for the latter 
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have been proposed, including direct binding to the vt 
Some homology with the p chain of platelet-derived growth fact 
{see growth factors) has been noted. The ES protein has be. 
isolated in association with a 16K protein thought to be imports 
in cellular compartments in which processing of growth fact 
receptors occurs. 

Late region 

The late region has two large ORFs capable of coding for protei 
of 55K (LI) and 50K (L2). LI encodes the major structural caps 
protein. The role of the minor capsid protein. L2, is not know 

N.S. KRAUZEWI 

See also: animal viruses; animal virus disease-, eukaryoi 
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paracentric inversion See: chromosome aberrations. 

paracrine Term applied to the action of local chemical mediato 
which have their effects very close to the cells that secrete the 



paralogous See: homology. 

paramylon A storage pi. 3 glucan of the unicellular alga Eugk 
gracilis, formed by transfer from UDP-Glc. using a paramyl 
synthetase that is membrane -associated and solubilized by 
dium deoxycholate. There is evidence for a glycoprotein prin 
and the synthetase closely resembles callose synthetase in be 
stimulated by oligosaccharides of |51.3 and fjl.4 glucans. 

Paramyxoviridae Family of envelopedRNA animal viruses cc 
prising three genera — paramyxoviruses, morbiliviruses (meas. 
canine distemper), and pneumoviruses (respiratory syncy 
virus. RSV). Virus particles are pleomorphic and -150 nm 
diameter, with surface spikes. The single-stranded RNA geno 
(M 5> 10 6 -7 <10 6 ) is usually (-) sense, but some parti< 
contain ( + )-sense genomes. See: animal virus diseases, anu 
viruses. 

paranemin An intermediate filament protein, 
paraquat One of the low-potential (E m = - 400 mV) viologen c 
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Abstract: 

Numerous clinical, epidemiological and molecular findings link some types of Human Papillomaviruses (HPV) with 
cancer of the genital tract, They share a common pathway of transformation with a number of DNA tumour viruses, 
such as Adenovirus and SV40. Although all these viruses are termed 'DNA tumour viruses' and have similar in vitro 
transforming activities, Human Papillomavirus is the only one so far clearly involved in human cancer. Extensive 
studies on HPV E6 and E7 proteins have demonstrated their involvement in malignant transformation. E6 and E7 
hind the products of tumour suppressor genes, p53 and RbL respectively, modifying or inactivating their normal 
functions, The Rbl and p53 genes are deleted or mutated in several cancers and both proteins regulate the transcription 
of genes involved in cell cycle progression control. The E6/p53 and E7/RM interactions result in a deregulation of the 
cell cycle with loss of control of crucial cellular events, such as DNA replication, DNA repair and apoptosis. 
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Abstract: 

The transforming potential of the human papillomavirus (HPV) type 16 has been defined largely in the E7, E6, and 
E5 oncoproteins, with the major transforming capability residing in the E7 gene. In this paper, we found that in 
cooperation with the activated res the HPV 16 E7 gene when expressed in a retroviral vector could fully transform 
baby rat kidney (BRK) cells in translations, whereas the same construct could only immortalize the BRK cells 
following retroviral infection. This inability to transform correlated with the low levels of E7 gene RNA expression in 
the viral infected cells, which harbor a lower number of copies of the E7 gene constructs. Cotransfection of the 
expression vector FV2E7, which gives high levels of E7 gene expression, and activated ras lead to rapid and efficient 
morphological transformation of BRK cells which grew easily in soft agar and induced large tumors in athymic nude 
mice In contrast, cotransfections of the expression vector FV1E7, which gives lower levels of 67 gene expression 
produced much lower numbers of transformed colonies which took longer to form, showed a retarded growth on soft 
agar, and induced smaller tumors in nude mice. Under these conditions, colonies of immortalized, but morphologically 
untransformed cells formed in large numbers. These results indicate that the transforming potential is directly 
correlated to the expression levels of the oncoprotein and that a threshold level of the E7 oncoprotein may be required 
be tore the cells can be fully transformed. This supports the hypothesis that the transformation processes include at 
least two separate and continuous steps which first lead to immortalization and then to metastasis, in agreement with 
the clinical progression of genital tumors from benign to malignancy. Such a progression may involve enhanced 
expression of the oncoproteins. (C) 1 995 Academic Press, Inc. 
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